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630.63 Reference virus.
630.64 Potency test.
630.65 Test for safety.
630.66 General requirements.

Subpart H—Smallpox Vaccine

630.70 Smallpox Vaccine.
630.71 Production.
630.72 Reference vaccine.
630.73 Potency test.
630.74 Tests for safety.
630.75 General requirements.

AUTHORITY: Secs. 201, 501, 502, 503, 505, 510,
701 of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 321, 351, 352, 353, 355, 360, 371);
secs. 215, 351, 352, 353, 361 of the Public Health
Service Act (42 U.S.C. 216, 262, 263, 263a, 264).

SOURCE: 38 FR 32068, Nov. 20, 1973, unless
otherwise noted.

CROSS REFERENCES: For U.S. Customs
Service regulations relating to viruses, se-
rums, and toxins, see 19 CFR 12.21—12.23. For
U.S. Postal Service regulations relating to
the admissibility to the United States mails
see parts 124 and 125 of the Domestic Mail
Manual, that is incorporated by reference in
39 CFR part 111.

Subpart A—Poliovirus Vaccine
Inactivated

§ 630.1 Poliovirus Vaccine Inactivated.
(a) Proper name and definition. The

proper name of this product shall be
‘‘Poliovirus Vaccine Inactivated’’
which shall consist of an aqueous prep-
aration of poliovirus types 1, 2, and 3,
grown in monkey kidney tissue cul-
tures, inactivated by a suitable meth-
od.

(b) Strains of virus. Strains of polio-
virus used in the manufacture of vac-
cine shall be identified by historical
records, infectivity tests and
immunological methods. Any strain of
virus may be used that produces a vac-
cine meeting the requirements of
§§ 630.2, 630.3, and 630.4, but the Direc-
tor, Center for Biologics Evaluation
and Research may from time to time
prohibit the use of any specific strain
whenever he finds that it is practicable
to use another strain of the same type
that is potentially less pathogenic to
man and that will produce a vaccine of
at least equivalent safety and potency.

(c) Monkeys; species permissible as
source of kidney tissue. Only Macaca or
Cercopithecus monkeys, or a species
found by the Director, Center for Bio-

logics Evaluation and Research, to be
equally suitable, which have met all
requirements of §§ 600.11(f)(2) and
600.11(f)(8) of this chapter shall be used
as a source of kidney tissue for the
manufacture of Poliovirus Vaccine In-
activated.

[38 FR 32068, Nov. 20, 1973, as amended at 49
FR 23834, June 8, 1984; 50 FR 4137, Jan. 29,
1985; 55 FR 11013, Mar. 26, 1990]

§ 630.2 Poliovirus Vaccine Inactivated.
(a) Cultivation of virus. Virus for man-

ufacturing vaccine shall be grown with
aseptic techniques in monkey kidney
cell cultures. Suitable antibiotics in
the minimum concentration required
may be used (§ 610.15(c) of this chapter).

(b) Filtration. Within 72 hours preced-
ing the beginning of inactivation, the
virus suspensions shall be filtered or
clarified by a method having an effi-
ciency equivalent to that of filtration
through an S1 Seitz type filter pad.

(c) Virus titer. The 50 percent
endpoint (TCID50) of the virus fluids
after filtration shall be 10 6.5 or greater
as confirmed by comparison in a simul-
taneous test (using groups of 10 tubes
at 1 log steps or groups of 5 tubes at 0.5
log steps) with a reference virus dis-
tributed by the Center for Biologics
Evaluation and Research. Acceptable
titrations of the reference virus shall
not vary more than ±0.5 log10 from its
labeled titer using 0.5 milliliter
inoculum in tissue culture.

(d) Inactivation of virus. The virus
shall be inactivated, as evidenced by
the tests described in § 630.4, through
the use of an agent or method which
has been demonstrated to be consist-
ently effective in the hands of the man-
ufacturer in inactivating a series of
lots of poliovirus. If formaldehyde is
used for inactivation, it shall be added
to the virus suspension to a final con-
centration of U.S.P. solution of form-
aldehyde of 1:4000, and the inactivation
conducted under controlled conditions
of pH and time, at a temperature of 36°
to 38° C. Three or more virus titers,
suitably spaced to indicate rate of in-
activation, shall be determined during
the inactivation process. Filtration
equivalent to that described in para-
graph (b) of this section shall be per-
formed after the estimated baseline
time (time at which the 50 percent end-
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